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(54) METHOD FOR USING 2-(N-(2-AMINOETHYOAMINO)ACETIC ACID DERIVATIVE 

(57)Abstract 

PURPOSE: To provide a 2-(N-(2-aminoethyl)amino)acetic acid 
deriv. useful for proofing and preventing the disorder or disease 
induced by non-enzymatic glycosylation. 

CONSTITUTION: This pharmaceutical prepn. contains the compd. of 
the formula (R is phenyl, thienyl, furyl, pyridyl, pyrrolyl, imidazolyl. 
thiazolyl and these groups may be substd. by a halogen, alkyl, alkoxy, 
dialkylaminoalkoxy, alkoxyalkoxy and/or a plural number of times) 
and its pharmacologically permissible acid added salts; for example, 
2-(N-(2-aminoethyl)amino)-2-(2-thienyl)acetic acid-dihydrichloride 
as pharmaceutical^ effective substances. The compd. is suitable for 
proofing or preventing the osteoarthritis, apopletic stroke, high blood 
pressure, peripheral vascular disease, ankylosis, diabetes terminal 
stage disorder and changes relating to aging (e.g.; learning and 
memory disorder, dmentia). 
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* NOTICES * 

Japan Patent Office is not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original precisely. 

2. **** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



CLAIMS _ ======= ===========^^ 

[Claim(s)] 

[Claim 1] It is a formula I as pharmacology-effective material. [Formula 1J 

n-CH-NH-CH 2 -CH 2 -NH 2 * 
COOH 

(— as for the inside R of a formula, phenyl, thienyl. a furil. pyridyl. pyrrolyl. imidazolyl or a thiazolyl; halogen, alkyl. and 
alkoxy ** dialkylamino alkoxy ** ARUKOKISHIARUKOKISHI show 1- or the phenyl replaced several times, thienyl. a 
furil, pyridyl. pyrrolyl, imidazolyl, or thiazolyl.) - the method of using a 2-(N- (2- aminoethyl) amino^acetic-ac.d 
derivative and its acid addition salt appropriate in pharmacology. 

[Claim 2] R Phenyl, thienyl. a furil. pyridyl, pyrrolyl, imidazolyl. Thiazolyl; A halogen, alkyl (C1-C4). alkoxy (C1-C4) ** 
JI (C1-C4) - Alkylamino-(C1-C4) alkoxy ** (C1-C4) It is 1 by alkoxy-(C1-C4) ARUKOKISHL * Or phenyl I rep aced 
several times, 2 according to claim 1 which shows thienyl, a furil, pyridyl. pyrrolyl, imidazolyl. or thiazolyl -(N- (2 
aminoethyl) amino)- Operation of an acetic-acid derivative. 

[Claim 3] How to use pharmacology-effective material according to claim 1 for prevention of a failure or an illness 
caused by non-enzyme nature glycosylation, or reduction. 

[Claim 4] Operation according to claim 1 for prevention of a diabetes-mellitus terminal failure, or prevention. 
[Claim 5] Operation according to claim 1 for prevention of change related to age. or prevention. 
[Claim 6] It is a formula I as pharmacological effective material for manufacturing a pharmacological preparation 
object as pharmacology-effective materia). [Formula 2] 

R-CH-WH-CH 2 -CH 2 -NH 2 * 
COOH 

(- as for the inside R of a formula, phenyl, thienyl, a furil, pyridyl. pyrrolyl, imidazolyl or a thiazolyl; halogen, alkyl and 
alkoxy ** dialkylamino alkoxy ** ARUKOKISHIARUKOKISHI show 1- or the phenyl replaced several times, th.enyl, a 
furil pyridyl. pyrrolyl. imidazolyl. or thiazolyl.) - the method of using a 2-(N- (2- aminoethyl) amino)-acet.c-ac.d 
derivative and its acid addition salt appropriate in pharmacology, or several sorts of such compounds. 
[Claim 7] R Phenyl, thienyl, a furil, pyridyl, pyrrolyl. an imidazolyl thiazolyl; halogen. (C1-C4) Alkyl, alkoxy (C1-C4) ** 
JI (C1-C4) - Alkylamino-(C1-C4) alkoxy ** (C1-C4) It is 1 by alkoxy-(C1-C4) ARUKOKISHL - Or operation 
according to claim 6 which shows phenyl replaced several times, thienyl, a furil, pyridyl, pyrrolyl. im.dazolyl. or 
thiazolyl. 

[Claim 8] R is 2. - Thienyl - Shown operation according to claim 6 or 7. 

[Claim 9] How to use pharmacology-effective material according to claim 6 for prevention of a failure or an .llness 
caused by non-enzyme nature glycosylation, or reduction. 
[Claim 10] It is a formula I as effective material. [Formula 3] 

R-CH-NH-CH 2 -CH 2 -NH 2 I 



COOH 



the inside R of a formula — phenyl, thienyl, a furil, pyridyl, pyrrolyl. imidazolyl, or a thiazolyl; halogen — alkyl and 
alkoxy ** dialkylamino alkoxy ** ARUKOKISHIARUKOKISHI — 1- Or the phenyl replaced several times, thienyl. a 
furil pyridyl, pyrrolyl. imidazolyl. or thiazolyl is shown, support - appropriate to a 2-(N- (2- aminoethyl) 
amino)-acetic-acid derivative and its acid addition salt appropriate in pharmacology, several sorts of such 
compounds, or effective material and a pharmaceutical-sciences target And (or) pharmacological preparation object 
which contains other pharmacology-effective material 1 or several sorts by the quality of an ^ dd ^ /o a " d o ^ e ^ se ' 
[Claim 11] R Phenyl, thienyl, a furil, pyridyl, pyrrolyl, imidazolyl. Thiazolyl, halogen and a WW-?y 
** JI (C1-C4) - Alkylamino-(C1-C4) alkoxy ** (C1-C4) It is 1 by alkoxy-(C1-C4) alkoxy-(C1-C4) ARUKOKISHL - 
Or a pharmacological preparation object according to claim 10 in which phenyl replaced several times, thienyl. a funl. 
pyridyl, pyrrolyl, imidazolyl, or thiazolyl is shown. 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 

[0001] . ^ 

[Industrial Application] This invention is Formula I as pharmacology-effective material. L0002J 

[Formula 4] 

R-CH-WH-CH 2 -CH 2 -NH 2 



COQH 



[0003] the inside R of a formula — phenyl, thienyl, a furil, pyridyl, pyrrolyl, imidazolyl or a thiazolyl; halogen, alkyl, and 
alkoxy ** dialkylamino alkoxy ** ARUKOKISHIARUKOKISHI 1- Or the phenyl replaced several t.mes, th.enyl. a funl. 
pyridyl pyrrolyl. imidazolyl, or thiazolyl is shown. 2 -(N- (2- aminoethyl) amino)- It is related with the method of us.ng 
an acetic-acid derivative and especially its acid addition salt appropriate in pharmacology for prevention of the 
failure or illness caused by non-enzyme nature glycosylation, and prevention. 

[0004] This invention relates to using the compound and its acid addition salt appropriate in pharmacology of Formula 
I for manufacture of a pharmacological preparation object as pharmacology-effective material, this invention relates 
also to the pharmacological preparation object which contains the compound 1 of Formula I or several sorts and Cor) 
the acid addition salt 1 appropriate in pharmacology of those, or several sorts as effective material. 

[Description of the Prior Art] Some of compounds of Formula I are 2 [ effective in a heart blood vessel ] - ™dazo 
RINIRU - Acetic acid - It is already well-known as intermediate field for manufacture of a denvat.ve (35 (I), 1 
table 1 and Arzneimittel-ForschyDrug Res. public presentation [ German patent] No. 3329028 specification, and 
example 1b, 2B, 4b, 9-20 reference). 

[0006] , . 

[Problem(s) to be Solved by the Invention] The technical problem of this invention is to find out the compound which 
prevents and prevents the failure or illness caused by non-enzyme nature glycosylation. 

[Means for Solving the Problem] This technical problem is solved by that a compound of Formula I and its acid 
addition salt itself appropriate in pharmacology are effective in pharmacology. 

[0008] phenyl - which the above-mentioned inside R of formula I means, thienyl - furil - pyridyl - pyrrolyl , and 
imidazolyl - or thiazolyl residue — a halogen, alkyl. and alkoxy ** dialkylamino alkoxy **** (or) 

ARUKOKISHIARUKOKISHI — 1- Or it may be replaced several times. A phenyl group is 1- and 2 preferably in that 
case. - Or it may be replaced 3 times. When replaced, other residue which R means is preferably replaced by 1 time 
especially alkyl, or ARUKOKISHI. in the case of several times substitute, a substituent is the same — or you may 

[0009] Especially a halogen means Fluor, Krol, bromine, and iodine, among those Fluor and its Krol are desirable. Alkyl 
- And an alkoxy group may become together with other substituents, and may have the shape of the shape of a 
straight chain, and branching. . 
[0010] Alkyl is desirable as alkyl (C1-C4). Alkoxy ** is carried out and ARUKOKISHI (C1-C4) is des.rable. 
Dialkylamino alkoxy ** is carried out and JI (C1-C4) alkylamino-(C1-C4) ARUKOKISHI is desirable, alkoxy - Alkoxy - 
****** — alkoxy (C1-C4HC1-C4) ARUKOKISHI is desirable. 

[001 1] A thienyl group which R means is 2. - A thienyl group is desirable. A pyridyl radical which R means is 3. - It .s 
desirable that it is a pyridyl radical. A furil radical which R means is 2. - It is desirable that it is a funl radical. A 
pyrrolyl radical which R means is 2. - It is desirable that it is a pyrrolyl radical. An imidazolyl radical which R means is 
5. - An imidazolyl radical is desirable. A thiazolyl radical which R means is 4. - A thiazolyl radical is desirable. 
[0012] A degree passes, it comes out and the desirable residue R in Formula I is a certain :phenyl and 4. 
Methoxypheny, 4 - The Fluor phenyl, 4-3 KURORU phenyl, 4 - Dimethoxy phenyl, 3, 4. 5 - Trimethoxyphenyl. 4 
-(diethylamino - ethoxy)- Phenyl. 4 -(methoxy - ethoxy)- Phenyl. 3 - Pyridyl. 2 - A furil, 1 - Methyl - Imidazole -5 - 
IRU, thiazole -4-IRU, 2 - Methyl - Chain -5 - IRU. 1 - Methyl - Pyrrole -2 - IRU. 2-thienyl is desirable espec.ally for 
R 

[0013] :2-<N- (2- aminoethyl) amino)-2 [ desirable although the following use it within the limits of this invention . 
among compounds of Formula I ] -<4 -(2- diethylaminoethoxy)- phenyl)- Acetic acid - Dihydrochloride. 2-{N- (2- 
aminoethyl) amino)-2 -(4- Fluor phenyl)- Acetic acid - Dihydrochloride. 2-<N- (2- aminoethyl) amino)-2 -(4 
methoxypheny)- Acetic acid - Dihydrochloride. 2-(N- (2- aminoethyl) amino)-2 -(3. 4. 5 - trimethoxyphenyl)- Acetic 
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_,.d - Dihydrochloride. 2-(N- (2- aminoethyl) amino)-2 -(3- pyridyl)- Acetic acid - Trihydro chloride. 2-{N- (2- 
aminoethyl) amino)-2 -(4- KURORU phenyl)- Acetic acid - Dihydrochloride, 2-{N- (2- aminoethyl) amino)-2 -(2- 
furilh Acetic acid - Dihydrochloride, 2-(N- (2- aminoethyl) amino)-2 -(1-methyl-imidazole-5- IRU>- Acetic acid - 
Trihydro chloride. 2-<N- (2- aminoethyl) amino)-2 -(4- thiazolyl)- Acetic acid - Dihydrochloride. 2-(N- (2- 
aminoethyl) amino)-2 -(2-methyl-chain-5- IRU)- Acetic acid - Dihydrochloride, 2-(N- (2- aminoethyl) amino)-2 
-(1 -methyl-pyrrole- 2- IRU)- Acetic acid - Dihydrochloride, 2-<N- (2- aminoethyl) amino)-2 -(4- (2- 
methoxyethoxy) phenyl)- Acetic acid - Dihydrochloride. 2-{N- (2- aminoethyl) amino)-2 -(3 4 - dimethoxy - 
phenyl)- Acetic acid - Dihydrochloride, 2-(N-(2- aminoethyl) amino)-2 -(phenyl)- Acetic acid - Dihydrochloride. 
[0014] Within the limits of this invention, it is a compound 2. - (N-(2- aminoethyl>-2-{2- thienyl)-acetic-acid - 
dihydrochloride is desirable although it is used especially.) Into a molecule, since a compound of Formula I contains 
one acid carboxyl group and two basic groups, this is a zwitter-ion compound and can form inner salt However, a 
compound of Formula I can also form other inorganic and organic acids, and salts. 

[0015] A suitable acid is a hydrogen chloride, a hydrogen bromide, a naphthalene disulfon acid especially a 
naphthalene disulfon acid (1.5), a phosphoric acid, a nitric acid, a sulfuric acid, oxalic acid, a lactic acid, a tartaric 
acid, an acetic acid, a salicylic acid, a benzoic acid, a formic acid, a propionic acid, pivalate, a diethyl acetic acid, a 
malonic acid, a succinic acid, a pimelic acid, boletic acid, a phosphoric acid, sulfamic acid, a phenyl propionic acid, a 
gluconic acid, an ascorbic acid, a citric acid, and an adipic acid. With a conventional method, in a solvent which is 
preferably suitable, or a diluent, an acid addition salt can mix a component and can manufacture it 
[0016] this invention person found out that a compound of Formula I and its acid addition salt itself appropriate in 
pharmacology were effective in a surprising thing in pharmacology, this — non-enzyme nature glycosylation — 
inhibition — or — it can decrease — for example, control — or it can influence good at least 
[0017] Non-enzyme nature glycosylation is a series of biological operations, for example, proteinic inactivation, 
inhibition of association of an adjusted molecule, prehension of fusibility protein by glucosylated extracellular protein, 
reduction of protein decomposition, and Abnormalities DNA. - It is the cause of a bridging of fractionation, a possible 
immunogen operation, histotoxic, and glycosylation protein. As for a majority of biological effectiveness influenced by 
non-enzyme nature glycosylation, the pathogen relevance of non-enzyme nature glycosylation is accepted. 
[0018] Pathogenic change in which it is caused by non-enzyme nature glycosylation and deals is osteoarthritis, an 
apoplectic fit hypertension, a peripheral vascular disease, and ankylosis of the joint However, nonionic glycosylation 
causes change again because of that of a bridging of glycosylation protein, for example related to a diabetes-mellitus 
terminal failure and age. 

[0019] A bridging of longevity protein, for example, a collagen, a crystallin ** elastin, and myelin increases with an 
increment in a year for Homo sapiens and an animal. An example of a bridging of a collagen shows that an increment 
related to [ in / a "bridging" ] age is promoted clearly at a diabetic clinical picture, and can do things. Observation of 
** draws the following assumption. Namely, a collagen and other extra-cellular matrices - A configuration that a 
bridging of **. such as protein, was increased causes generating of a physical change of a film between aging, and 
chronic complication in the case of diabetes mellitus. Change related to this membranous age is learned by central 
nervous system. - And it is the cause of a memory disorder and a psychoactive decline is drawn. Study - It reaches, 
especially a memory disorder is the Alzheimer disease, and, moreover, it is ** again. - It is found out by **** 
dementia and "initiation of forgetfulness by age." Especially a diabetes-mellitus terminal failure includes reduction of 
the elasticity of a nervous disease, kidney disease, a retina disease, a cataract atherosclerosis/arteriosclerosis, 
osteoporosis, and connective tissue. A powerful trial makes it guess that diabetic central virulence 
discovery is caused during an organization by generating promoted with hyperglycemia of a terminal end product of a 
non-enzyme nature glycosylation reaction. It returns in non-enzyme nature glycosylation. - Or ** of reactant sugar, 
especially a glucose - Enzyme nature addition is performed on a proteinic isolation amino group. Short-lived protein 
(for example, an enzyme, albumin, and appointment protein) which has a life of one half of days or a week reacts to 
the bottom of formation of reduction or reactant sugar, for example, a glucose, and a Schiff base, and speed of 
formation of a Schiff base is a glucose in blood in that case. - It is based on concentration. : [0020] 
[Formula 5] 

K i . . 



[0021] Subsequently, the rearrangement of the unstable Schiff base is carried out within several hours thru/or 
several weeks, and it is more stable, however makes with the AMADORI product which can carry out reversible. The 
balance based on a blood glucose is confirmed between a Schiff base and an AMADORI product by the last : [0022] 
[Formula 6] 
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AGE 

[0023] Some of glycosylation products in early stages of the collagen of a blood vessel wall or other life protein 
experience the gradual complex sequence of a rearrangement reaction. This reaction is late irreversible glycosylation 
to the last - Formation of an end product is drawn. The late glycosylation-end product of this irreversibility is called 
as AGEs ("Advanced glycosylation endproducts") to the above and a postscript This AGEs is blood. - Glucose - 
Correction of level does not already disappear, either but it is a blood vessel wall. - It accumulates continuously 
between all proteinic lives, and the change on the vital structures of a blood vessel wall and a function is drawn. 
[0024] However, non-enzyme nature glycosylation restricts only protein. Moreover, a nucleic acid, for example, DNA, 
is returned to the bottom of existence of amino acid. - Or it can be made to react like especially a glucose wrth 
reaction sugar. Such a glucose -DNA - A product can cause a failure related to the age of the change related to 
much age of a heredity material, for example, a central nervous system. (CNS). 

[0025] Most AGEs(es) are fluorescence brown pigments and this can be detected in the living body within a test 
tube. Since AGEs is brown, non-enzyme nature glycosylation calls for example, a non-enzyme nature browning 

reaction. » , 

[0026] The medical effect of non-enzyme nature glycosylation plays the outstanding role from an above-mentioned 
reason. The material which appears in the initial stage of non-enzyme nature glycosylation can also influence 
formation of AGEs. The inside of a test tube and a trial in the living body can show such an effect over 
aminoguanidine. The operation of the compound of Formula I in which it is used by this invention and deals is 
superior to the operation of the conventional aminoguanidine. 

[0027] About the compound and its acid addition salt appropriate in pharmacology of Formula I, it is the form of a 
single compound. In the form of mutual mixture therefore, as pharmacology-effective material Prevention especially 

— the failure in Homo sapiens and an animal, or illness caused by non-enzyme nature glycosylation this To 

mitigation or prevention, for example, osteoarthritis, an apoplectic fit, hypertension, a peripheral vascular disease, the 
diabetes-mellitus terminal failure (namely, a nervous disease and kidney disease — ) of ankylosis of the joint A retina 
disease, a cataract, atherosclerosis/arteriosclerosis. **********. The change related to age to prevention or 
prevention of osteoporosis and connective tissue of reduction in elasticity and the change related to the age of a 
central nervous system, for example, study, - And it is suitable for prevention or prevention of the dementia related 
to a memory disorder and age, and the Alzheimer disease. 

[0028] Therefore, the compound and its acid addition salt appropriate in pharmacology of a general formula I are 
independent as drugs, and people can be medicated with them in the form of a pharmacological preparation object as 
mutual mixture. This preparation object permits the inside of intestines, or application intestinal tract outside, and 
contains the compound of at least one general formula I, or the effective dosage of that acid addition salt wrth an 
additive as an active principle by the usual support which does not have something to say pharmacologically, the 
bulking agent, the diluent and the case. 

[0029] Drugs can be administered orally in the form of a tablet a film tablet a rack tablet the dragee, ** and a ** 
gelatine capsule, a microcapsule, granulatio, powder, a pellet a solution, syrup, an emulsion, suspension, aerosol, a 
home, a pill, or a pass chill. However, it is the form of suppositories, or is the form of for example, an injection 
solution besides an intestinal tract or administration can also be performed to the rectum at transderma in the 
so-called form of ointment a cream, gel, a paste, aerosol, a home, powder, tincture, an ointment or a tolan SUDA 
marl therapy system (TTS). . 
[0030] They are inorganic [ inactive ] or an inactive organic assistant support - and restoration pharmacologically 
about a pharmacological preparation object - Or dilution - It can manufacture by the well-known method under use 
of material. It is in charge of manufacture of granulatio restoration of a pill, a tablet a film, a tablet the dragee and a 
pellet or a ** gelatine capsule, for example, **, such as calcium phosphate, a lactose, a sorbitol, a mannitol, starch, 
the processed starch, the starch ****(ed) chemically, starch hydrolyzate, a cellulose, a cellulosic, synthetic polymer, 
and talc, can be used. Support to a ** gelatine capsule and suppositories - Or are a lipid, a low, and a half-solid and 
the quality of dilution is **. such as liquefied polyol. nature, or hardened oil. Support to manufacture of a solution and 
syrup - Or **, such as water, polyol, a solution of cane sugar, invert sugar, and grape sugar, are suitable for the 
quality of dilution. **. such as water, alcohol, glycerol, polyol. or vegetable oil. are suitable for the support matenaUo 
manufacture of an injection solution, support - to ointment a cream, and a paste or — as the quality of dilution 
natural vaseline, synthetic vaseline, and ** - And rare - **. such as liquefied paraffin, a fat nature or a hardening 
vegetable property and an animal oil, natural oil. a low. low alcohol, a polyethylene glycol, polyacrylic acid, and silicone 
gel, are suitable. 

[0031] A pharmacological preparation object is effective by the well-known method. - And dilution - restoration - Or 
besides support material Further 1, several sorts of qualities of an additive or an assistant for example, a 
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disintegration agent a binder, lubricant An emission agent a wetting agent a stabilizer, an emulsifier, a preservative, 
sweetners. a coloring agent the charge of taste or perfume, a buffer substance. ** for producing a solvent or a 
solubilizing agent a defoaming agent a salt formation agent a gel formation agent a th.ckener, a fluid modifier, a 
sorting agent and are recording hardening further especially a salt coating, or an antiox.dant can be contained. This 
preparation object can also contain effective material on 2 or several sorts of Formula 1 or its acid addrtion salt 
appropriate in pharmacology and further 1. or several sorts of other therapies. 

[0032] Effective material is beta on the therapy of such others. - Acceptor cutoff agent For example, propranolol, 
pindolol metoprolol; Vasodepressor, for example, cull — I ROMEI; — a sedative, for example, barbiturates. — 1 Four 
- Benzo azepine and meprobamate; [ A diuretic, for example, chlorothiazide; cardiotonic, ] For example, a digitalis 
preparation object An antihypertensive, for example, hydralazine, the dihydralazine. ** which drops the fatty-ac.d 
content in a prazosin, clonidine. and rauwolfia alkaloid: blood, for example. BENZAFIBURATO, fenofibrate; ** for 
thrombus prevention, for example. FUEMPUROKOUMON. 

[0033] In a pharmacological preparation object the effective material 1 of Formula I or several sorts of contents can 
be changed in a large range, for example, are 1 - 50 X of the weight preferably 0.5 to 90% of the weight In many 
cases in ** such as a solid administration form, for example, the dragee, and a tablet the effective material 1 of 
Formula I or several sorts of contents are 2 - 80 % of the weight a liquefied administration form, for example, a drops 
emulsion, and an injection solution — often — the effective material 1 of Formula I — or 0.5 - 10 % of the weight is 
contained preferably several sorts of 0.5 to 20% of the weight The effective material 1 of Formula I or several sorts 
of contents are [ with a case ] replaceable partially in a pharmacological preparation object to 50 % of the weight 
with material 1 or several effective sorts on other desirable therapies to 5 - 40 % of the weight 
[0034] Dosage can change within large limits, and when it is each, respectively, it suits individual application. 
10-400mg is an established theory preferably the day dosage of about 1-1000mg in internal use per individual. The 
field coalescence day dosage of other medication gestalten is a similar amount range. Generally day dosage is divided 
into several administration, for example, 2 thru/or 4 times. 

[0035] When the compound of Formula I is not indicated in reference especially German patent public presentation 
No 3329028 specification, and example 1b. 2b. 4b. and 9-20. according to the well-known manufacture method, it 
can compound easily for this compound class. Therefore, it is superfluous 1 and 2 in the compound of a formula, for 
example compound R-CI, (the inside R of a formula has the semantics indicated by Formula I.). - It can put into 
diaminoethane and can manufacture by subsequently heating (the German patent public presentation No. 3329028 
specification, example 9 reference). This is 3. - Piperazine by which grade was replaced by R -2 - It can 
manufacture also by hydrolysis of ON (in the German patent public presentation No. 3329028 specificat.on, the 14th 
page and Example one b4. 2bs 2 and 4b, and list Arzneim.-Forsch./Drug Res.35(I). 1 (1985) reference). 
[0036] 

[Example] The following example is related with a pharmacological preparation object 

In manufacture of the ** gelatine capsule which has 100mg of effective material per capsule [Example A] : with the 
following appropriate presentation Per capsule Effective material lOOmg Mixture of the triglyceride by which 
fractionation was carried out from the coconut oil 40mg Capsule inner capacity 500mg [Example B] The solution for 
injection which has 20mg of effective material per ml is the next formula. Per [ which can be manufactured ] :ml 
Effective material 2.0mg Polyethylene glycol 400 5.3mg Sodium chloride 2.7mg It makes with 1ml with water for 

injection. . 
[0037] [Example C] The emulsion which has 60mg of effective material per 5ml is the next formula. : which can be 
manufactured Per emulsion 100ml Effective material 1.2g Neutral oil Suitably Sodium carboxymethyl cellulose 0.6g 
Polyoxyethylene stearate Suitably Pure glycerol 0.2-2.0g Essence Suitably Water (desalted or distilled) Whole 
quantity Rectum drugs form where it has 40mg per 100ml [Example D] suppositories : Per suppositories Effective 
material 40ml Suppository base Whole quantity Tablet which has 40mg of effective material per 2g [Example E] 
tablet Per tablet Effective material 400mg Lactose 600mg Corn starch 300mg Fusibility starch 20mg Magnesium 
stearate 40mg Dragee which has 50mg of effective material per 1000mg [Example F] dragee : Per dragee Effective 
material 50mg Lactose lOOmg 60mg of com starch Calcium diphosphate 30mg Fusibility starch 5mg Magnesium 
stearate lOmg Colloidal silica 5mg : to which the next formula is suitable for manufacturing the contents of the 
[example G] ** gelatine capsule — a effective material 100mg Corn starch [ of 260mg ] 300mg 400mgb(s) effective 
material 140mg Lactose 180mg Corn starch 180mg The [example H] point agent can be manufactured according to 
the following formula. : (it is lOOmg =20 of effective material intravenous drip in 1ml) Effective material [ of 500mg J 
10g Benzoic-acid methyl ester 0.07g Ethyl benzoate ester 0.03g 96% ethanol 5ml Desalted water Whole quantity 

100ml [0038] . 
[Effect of the Invention] It is effective to use the compound of this invention for the prevention or prevention ot 
change related to a diabetes-mellitus terminal failure and age. 



[Translation done.] 



4/4 



2004/02/04 16:13 



<»)Ei*aftttfr cj p) (12) & H 4* ft 2t fl[ (a) oowwaKw** 

#Hflsp6-206818 



(43)£-g§B TO6ip(1994)7^26B 



GsbtaLCL' 




JfWl 




F I 




A 6 1 K 31/425 




7491- 


■4C 






31/195 


ADP 


9283- 


■4C 






31/34 




7431- 


■4C 






31/38 




7431- 


•4C 






31/415 




7431- 


•4C 


ifcSi* HHBSOttll OL (i 7 D «*£Hfcffc< 


(21)ajS#^- 


!ttffi¥5.- 152485 






(71)|&ffA, 


591004593 


C22)i±S®0 


SF^5¥C19935 6 ^23B 






K -5T 60386 77V?7A 
h .• 7A • T-f V, yN^-^XA- • 7> h 


C32}«£B 
C33)ffi5fcft3=3Jlffl 


P42 22 980:4 
1992^7^133 
K-fV (DE) 






h-7---b\ 526 

>77-f 

K-f ^jISBSRiHn 7WSV77, *A' 
8 










(72)%BJ^- 


— <jv h — is a. h — * h v— -fc\ 56 










C74)«3SA 


AKRKffc < 



(54) i«S8flCMg*I 2- (N- 73/) 



(57) CH»1 <«JE#> 

[gfit)) 2 -.(N - ( 2 - 7 ^ y x ^* ;i/ ) 7$ >)-»S*- 

w » t a sc it «.w Jt x ti f = w « fe «> c A a 

R-C H-H H-C H H j - H H 2 1 
I 

COQH 

1 



1 

co©@] 

it* i } » tf * w*r»tt* fc t * i 

t ft 1 ] 

R-CH~NH-CH 2 ~-CH 2 -HH 2 I 

( a * r tt 7 - to , fii^. 7^. tr y s/ ^ % tr 
D i;;i/ 4 -< $ 5f v y. ;u x tt 7 % / y /u : ^ n >f y . 7 /!/ 

3^S/T^3^5/CJ:oT 1- X tt & Inl S & 3 *Xt~y x 

- }\/ m ^ x x a/ , 7 y ;v , tr y y ^ , tr p y >v , >r ^ ^ 

^/iJ^Xtt^T^/'J^^t, ) 02-CN-C2- 75^ 

# tt *n & ft <£E -f £ # . 

[s^^2j r 7 i-ji/, ^x-> k try 

2; ;i/ . t:o«j;v, *f s $f v y /u . * 7 v y : A a y 

(C r C 4 )7^^^, (C r C 4 )7^3 * ^ 

(c ,-c 4 )- 7 to* tor * > -(c - r c 4 ^7^.3 

( C j- C. 4 -)7^ 3 * 3/-(C ■ r C 4 )7 J W/-a * C <fc o T 1 

- xiitiHii^^fc7xr^, ^xx;i/. ?y/i/* tr 
y s; )\f . tr n y jv . -f^^^i/X tt 7 V y ;u ft 5* 

, ». *3{*E*«>-2-(N-(2 - y$ J =.*to) 75 

itt* ss 3 ] #»*tt*y:?*-/i/-ftcj:oT3i-£«* 
tt®tta¥tt«ft-tt 

(tt*«-4 ] f»^**»J»*».l»Jt.Xtt : 3 l iW«fc««> 
[ » J* « 5 I ^ C B9 # r 4 £ ft CO Jt X tt * fiS £0 

®<d* m $ m 1 £ *fc # • 

[ IS 3* ® 6 ] 38 a ^ ft # & tt * 4: L T X tt tt H «' 

tt ft ® & i~ s # <a & ^ tt # & tt it u r I 

[ft 2 1 

R-CH-«H-CH 2 --CH 2 -NH 2 1 
COOH 

(st* Rtt?xx;i/, ^xx;u. ?y;i/. tryy/v* tr 
p y ;u , -f 5 # */ y /i/ xilf'T^y^; Aay>, 7 to 

* ;u , 7^iJf^, v 7 to * & 7 ^ j 7 /u 3 * . 7 ;i/ 

=1 * 5> 7 )\> =3 * 3/ C J: o T 1 - X.«S0S^S^fc7 x. 

x ;i/ , x x ^1/ , 7 y ;i/ , tr y 2/ ;i> > tr b y ;i/ * $ * 
»;'j;i/Xi^77'j;^^t. ) o2-(n-(2- t %j 

®#*n^Xttd(0©S:ft^^SSt@^^^t-4^&. 

(^#^7] Rtt^xx;i/. f xrjk ^y^i/, try 
^ ^ . tr a y ;i> . 4 % # v y ^ ^ 7 v y & ; ^ a ^ > . 
(c t -c 4 )7^4^, (c r c 4 )7^3*s/» ^ ( c r 

C 4 )- 7^^f*75MC r C 4 )7^3*J'. (C r C 
4 )7JUn^ri/-(C r C 4 )7^3^2/tCJ:-=>r 1- *tt& 

@afesnr:7xui/ t ^xx;b, ^y;u, try^;i/. 



f2 ) $ ¥06-206818 

2 

( tt 4i ^ 8 ) Rf±2 - ^ x x ;u - fe^*r, lfi^9l6X 
tt7S««0^ffi^&. 

0} $ j»tt ft L T * I 

. { ft 3 ] 

R-CH-HH— CH 2 -CH 2 -NH 2 1 
10 CO0H 

(a«?RH7x-;i/ v f 7>j;k tryyyu, tr 

n y ;u , 4 5 $f V y to X it * 7 V y ^ ; n y > , 7 ^ 

r^^^>. i;7i*^7S/7JI/3*i' > 7 VI/ 
3*5/7-^3*2/CJ:ot 1- 3Z. tt "tt tHliafe^nfe^x 

f ^y vi/. tr y e-a y 5^ 

»;i/A/Xttf ) CO 2 - ( N - ( 2 - 7 K J 

x^^l/) 75;)"»»8*#2t^^S* ttc * aifll 

^ # m «a.x tti<Q«fi!^b'S-ttttafe*^ttfl'»ttK-£K 

91' tt. 

[^$^1 i ] R tt y x x ;i/ , ^ x x >t/ . 7 y ii/ , K 
y y ;u . if n y vi/ , ^ ^ ^ 2/ y ^ , * 7 y to . /\ n y 
( C r C 4 )7 (C r C.4)7^3*^; ^ (C 

r C 4 )- 7;^^t/7 5 ;-(C,-C 4 )7Jl/3**>, <C r 
C 4 ) r .to ^ 4 2^ - ( C ! - C 4 ) 7 ;U ^ ^ - ( C r C 4 ) 7 ^ =1 
1- x tt * 0'iB ft 3 n 7 x x ;u % ^xx 
jiy s y 0 to. XV i?'ji> * ^ n y jv % 4 ^ * y ^ X tt 
30 7 y ^ ^ ^ r , ■» * 1 otgeogs^w «* tt . 
( % 9! co # ^ & & & J 
[ 0 0 .0. 1 ] 

[«itJi 1 *^?9tt, W.^^tt« i: O 

r 1 

[ 0 0 0 2] 

- J ft 4 ] 

R— CH-NH-CH 2 -CH 2 -NH 2 1 
COQH 

40 [0 0 0 3] ( ^ ^ R tt 7 x x ;u . ^ x x ;b , 7 y ;u , 
t; y y ;u , tr a y ;u . ^^yj^Xft^7 V y ^ ; a 

o ^ V , 7 A/ * to . 7 VU 3 * ^ . 3/7/^*^75^7^ 

3 .> , r /^ n * S' 7 /i/ a * 2/ c J: o r i - x tt«-ia tft 
^nt7x-ji/, ^xxvu, 7 y /v. tr y y tro 

y )V % 4 $ V toJL&rT % /V totifi* . ) CO 2 - ( N 

-(2- y*yx^;u) 7 5 ^ ) -Bt tt ® * & * co £ S 
^ tt cc * 3 # tt # *n & ft 4* k #** # V y =r ^ ^ft <t 

so {0004] *5fi9itt, ^m^mm^^^tLX^ioy 



3 



(3) 



4 



06-206818 



&$><D$L&£&m'rz>z£izM?h. ##?]«* 
«aur^:i^<t^^i3tti»aaif ( x i* ) * <o as *i 

Kb tw m + z . 

[ 0 0 0 5 ] 

^58(42 - -f $ -$r */ y - - g* 8 - &gE&£>83$g<7>fc£> 
.0> 4» R8 fl= Utt*i:i^t&5 ( Arzneioi ttel-Forsc 
h. /Drug Res. 35 (I). 1 ( 1 9 8 5 ) > & 1 & 

hW»ffF^H.« 3 3 2 9 0 2 8 §5««, « 1 b . 2 

B , 4b, 9-'2 6#|!fl).. 

[ 0 0 .0 6 ] 

r& it a. 1/ ft feja^aj-r^fctcfc*. 

[ 0 0 0. 7 ] 

ft * fc si w © a 8 tt , :* i * © ft 

[ 00 0 8] J: fi « I * R A* * t* * 7 * — ^ - . 
x;b- . -7 u to- v £ U y . fcT"n U /i>- , 4 5 * ^ 
xttf 7 ^'J;i'^Stt, /\ n *f y % 7 
v 7 >v * )u 7 3 J r to 3 * v jsl if ( x tt ) 7 
3 * s> 7 ;i> a * ^ c * o t i- x tt * ®.a tft ^ *v r 

T *> J: ^ . f(5^7x;Mtt»iU<IM - . 2 -X 

3 bub 'ft* nr <fc ^. aifcsitu-o* R-# 
* ■* T ft & © IS S tt * & £ b < ti l [el , »|C7^*^X 

lijji/a^ c jiotfiiftsnT^ft. & ® ® & <o © 
[ 0 0 0 9] /\ p y > ii , 4* c ^ ;i/ * ;u „ t uto, 7 p 

7 ^ * A* ~ 7 Jl/ 3 * S/ & I* , & tf> S & £ 

[0010] 7 to ^ to k. 1/ T ( C p-C 4.) 7 ;b * ^ *^ * 
OO. 7^3*3/fc t. t (C r C 4 )7;i/3 ^ 2/^0* t 
yt^*^7^7/l'3*S/fcttf (C l -C 4 )7 

ju*;u7 s y - (C r c 4 )7 ;i/3 * * un. 7;u3\ 

7;U3*£/- fcU, ( C r C 4 )-7Vl/3j* £^-CC 
l -C 4 )7^3*2/*«fft U 

[00 1 U. Rtf*«t5f 1 = ti • 2 - * x x ;u 

Rtft*r6t?y^^stt» 3- trys> 

&ft0>tf0£ b RA»»*t5-7^»tt, 2 

- 7 y ji; s *■ u*v. Rtfa*-rs^oy^ 

R^atttsf 7^/y/i'fitt. 4 - ^ 7 v u s />< 0 * 

[00 12] SI^ffiU^SRtt 3i y T? » 
4 -. 7xr.;l/, 4 - ^ h^^7X-^. 4 - "7 ;i/ 3T 7 



x x ;i/ * 4 - /? o;i/7i-^, 3, 4-i;^r*^^7x 

3. 4, 5- hij / h^r^7xz;i/, 4 - ( V x 
;i,75 xh*SO-7xx;t/, 4 - £/- x h * 

s/ x x )v , 3 - tr y 5/' ^ , 2 - 7'j;k \- 

- A $ # V - to ' 5 - 4 ^ , 7 - ;u - 4 - A , 2 - 
f xv -5 - -{ ;k i-^-^>u-t:n-;u- 
2 - >f ;i/ T 2 xx^b^ RX tot^CiH b^. 
[00 1 3] ^i<oft^*bto->^, ^^^0«S@I^T-9: 
0)*><DW8im + Z<OlZ&&O^- 2-(N-(2 - 7 ^ ^ x 
10 7^y)-2-(4-(2 - ^Xf ;i/7;;xhir^)- 

7xx;i/)-SS- KP^py K v 2-(N-(2 - 7 ^ 
; 7$^)-2-(4 - 7 ^^/l/7 v x-;i/)-ftS- 

V t K D -9 n y K, 2 -(N -( 2 - 7 S J x^;u)^ r $ 
^ )- 2 -( 4 - *h*£/7xn;i/)-B*S*- ^ t K o ^ n U 
2 -( N -( 2 - T ^ / x ^ ;i/ ) 7 ^ ) - 2 " ( 3 , 4, 
5 - h^i/7xxjl/)-WSl- ^ t Kn MJ 1) K, 

2 - ( N - ( 2 - y ^ 7 x ^ ;u ) t ^ y ) - 2 - ( 3 - e y 
;u)-»se- h y t K n ^ n 0 K, 2-(N-(2 - y^yx 

7^)-2-(4 - ^ q;i/7X^;i/)-KS?- i^hK 
20 □ V n y 2 - ( N - ( 2 - 7 $ y X^^l/) T 5 / ) - 2 - 

( 2 - 7 y ;i/ )■-» n-^tKn^nyK. 2-(N-(2- 
7 $ j x^^u) 7 5 y )-2 -( 1 - ^ A ^ XV-JV 

- 5 - A JU) - W ft - K U fc: K P ^ P 0 K h 2 - ( K - ( 2 - 

7 z j if ii/) 7 s y ) - 2 - ( 4 - i- 7 vr y yu ) - w K -• y 

t K n ^ n y K * 2 - ( N - ( 2 - 7 5 y x ^ ;u ) 7^)- 
2 - ( 2 - ^ x > -5- SJfc KD* 

. p.y Kx 2 -(n-(2 - / s y x-^;i/.) 7$y)-2-o- 

Hfrto- tf P - ^ -2 - -f i^t KD^D'J 

K . 2-(N-(2- 7^y.x^>fl/) 7*y)~2-(4-(2- 
30 n^xh^) 7XXJ^)-Bf8- nKD^D-j 
K, 2-CN-C2- 7 5 7^y)-2-(3, 4- 

^ ^ h * ^- ^ xx^)-B^^- s;t k-d ^ a y K, 2 - 

(N-(2- 75Axf A) 7$;)-2-{7Xx;i/)-S®- 

v t k p ^ p y K . 

{qo 1 4] Efl<z) 95. a r-. ft &m 2 - ( n - ( 2-7 
5 y x ^ ^ ) - 2 - ( 2 - ^xx;i/)-e^ge- t K p ^ n y 
K^, » ICffiJi r 6 <o-c» * L <f*. 0^ ^ c ^ 1 © ft ^ 

-r * 0 r- . « ^ > ft -e * y * * w * * » 

[00 I 5 ] 5S -T ft S « , i: ^ IdT'tB ft * 8 • ^ ft * 
3g , -t- 7 * y > ^ * > . » c ^ ^ ^ y > v x 

V »■ ( 1 . 5) , 'J .«B8. ^SE* i/a^®v 9L 

tr/^y>ft* ^x^;ug^&, vpv^, 3;\ 
6t , t: >t y y m , 77-ji/ffiv u > & . ^ 7 7 5 v 

-?x>®, 7 s> e > 8 . -ttW»att»teT?»*^< 

50 ttar&»»Jx»*««i ( « , ^i*^*-* s,CLr ' CMat ' r * 



(4) 



¥Q6-2Q681fl 



6 



[0 0 1 6] & <s<zz.££.z:iv>4t£®) 

&v * <omm¥to & ft & & &&&&& 

a '> < t %i a ff ic t * r t # -e s a . 

[0017] ^j^ ?KtS ^ y 3 5/;i/fctt, 
& co a s , $r/i/:33/ji/fc£*tfcttfcfl-fc*/a*fc*& 

A- BT fiE » tX.fi«.*tt ft l/^ 'J =» ^ 

;i/ ft A/ 'ft 8§ *M J G> IK' H £: & o T ^ 5> . * # * tt # 

* fiFJR ft ^ 1> 3 ^;uft «> * K H'iS tt # » -fc * • 
[0018] # » « ft ^ U 3 "5/ ;Mt C -o T f I & S s *t 
•2>£^i§t&£fttt. fe * tf.fr" HtQiifc* # * & f£ . JB & 

;i/ ft a, a ft <o « *m* k . # >f * > ft * u =j ^ ^ 

Xft4)JBHfc&o?t>ft. 

[0019] a * fc a, 6 fejk*.tf-39-y>, H 
tf»*T?*«>«*nfc:#K:**.*. 35-y 



10 



20 



fe « J« tt . *ft(5Itt!«)R«)*a»«ft«)«4Atf»«^ 

fl>c©¥^cia«f 6«fl;tt. fttfia«w*^>H 

ST*i&»J> *»< . *VB«»* 

it, »ic7^^^^-fiA^« u * ti * & # - ass 

IB, T-r P - A*f:».K*ft&/'fiK*Ifcl£* 

9 U =1 2>;uft£Jp«>*»l ft iB ifii t& £ o 

IS. #c 40i/3 - xtf>#- #*tt*JSitt. fcA,£ft<0i8 

& a co m a : * 'ife » * 4- ;v .3 - * : - a & c s < ■ 

[ 0 0 2 0 ] 
[ft 5 3 
K i 



(0021) * n -e * * £ ft is v V £ g fit 3SC & (HI <e K u 

airaartK:iE6i/-c\ j: y * je & * o*m>^t58c$5 

77KD4j*#k4t.. ft & C , to & ;i> 3 - x tc £ o* 

[0 0 2 2 ) 
(ft 6 1 



30 



"-2 



40 



[0 0 2 3 ] ifa 

o so sa <o y y 3 

& * CO «S <* S& 

CO jg ^ ^ U 3 5/ 

pi ig&cog v\ 

S3 C A G E s (" 

tit »?«i-r 6 

U ^ JU <D JE V 



AGE 

i/ ;uft ^ 0 ^ < o AMI . e^S^w 
;i/ ft - S^^^^c^^fiX «: ^ < • CICD^ 

y a £/ ^ ft - ft a * «: . tir sa ft if a 

Advanced gl ycosy 1 a t ion endproducts") 
. cwAGEsli, iSa fl£ - y;U3-^- 



50 



[0 0 2 4 ] U^U*»»tt^y= a£/Afttt ' ^ S ® 
UAv«RU^. 4 « * . t i.tf D N A i , T S V 

aicjErt:s**rfc* ? -ess. c ©■« a ^ -n> 3 - ^ - D 

ft, + (cns) t0**c««t& 

ffit . § s £ : « u ^ * . 

[0 0 2 5] A G E s , ■« t h £ §t 3ft & » 6 » » *- M> 

cnttWftffrtftxf-^^rt •ettft.-r s c: tft-^ 

6 . ACE*<0»fc *? » 3R tt ^ U 3 S/ ;U ft 

[0 0 2 6] ^»*tt^y35/-n/ft©K^tt*Wtt« -t 
ft«ttfll!«»T-m*i*«*tt» AGEs0Jgl*t.£fit 

7^H7^^> CO -ff J: y t» AS <x r ^ ft . 

[0027] ofctfoTaioft^ttatf*^* 9 ** 



(5) 

7 

<o » § X t* £ ^ :iitt*B*ity , J3^^ftCJ:o 

T 51 t i $ ^ ^ CD Bfc it * gWXtt^B&C- tz £ 

♦ Wffffe, $*fcf£. fc&JBE, #«Jfa«0U&. H'fflfcitt 

mm.m, r r n - Atfci&pteft^/B&SB^ 

'>) 0) fl& it X tt * 86 * ^1*KB3#T*£<fc J &O r **S# 

^£ » jc st a «; it *t ad * «• a c as » i> t # a "e ^ *esco 

g6, i tt-JB-rt Xtt» s^^^* ^ 

[ 0 0 2 9 ] * ffl & fc -fc *. fcf fi »K 7 -f /I/ A fi » ; 5 V 20 

* 7 -fe ;u , £ tt * ft-* , f h . » « > * -n v x 
v ;u ^ 3 y , © S WL > x? V *- x - A & ffl X 

* * e & u -ft * * * i fc *' * 2 * . t^ua^* 
m s& k , fct^rt^iffl^^r*. x f* as ^fl* ^ * fct^tf 
a ? * x- « » £ p . fet^^ft*' * y - 

* , toySKXttv- x fr$*H'^>**""'^~ ;l '** S/ * 5: ' 
A (TtS) ^JBTrfr^Cfc^T-S*. 

[0 0 3 0] *^tt«"h*&**«K:^fil'tt«**Xtt 30 

a, a»\ viu.eh-j«/» v>-h-^> t? 
& i/*aJK a-r staff- x 

□ - ;u . # y - ;u x tt tit ft ift « •* ® 2 V £ & . «c 

Ht, y ^fiKC7-tu>x a - & # - m 

** ^ ^ ? * > , a? , ^*sxit@<tffi^ttat;«6^ti 

. * & t& , do, o 9 7 /u 3 - ^ * iKUxf 1/>^'J 



ft PS ¥ 06-206818 

8 

[0 0 3 1] £ # tt H » tt tt * 4i fci 2? T* *f & - 21 * 

BflM. 3c««, ?L<b?StJ, 
ffif « IR » »J * « C ft , &a 

(0 0 3 21 i©^**^)*©**-* 1 *®^****^* 1 
*. tf * - * * # JG-«? *J * fcfc^tf^n^^^n-^, tf 

ju # o n ^ -f ; .« » *J * fcatf/^^'f-^ttts* 

# % l( 4 -y<vV'7-fe"fcf>&^^^a> f ^^-^ : ^ s 

zf? v y * # a~yy* ? v * ■< t 
-7 frii u4 K ; fa1&*<nm®M&GZfrT : Z**®* 

I «> *T » * * i X tt » «■<& ^'S #<^©^2-80 
O. 5 2 .0 fta% . Jf* ^ < tt 0 , 5-1 0lfi%4 

^^r*. *ifl!>=&»«it'ixtt»a®*fitti 

j: y » ^' ft- sa sa^^-esp^ftc, fcatfsottt** 

[oo34j ttafittiJK^eHrt^afli-rs^fc* 1 ^ 

fcUSD«4T--9fi!SSfi«l'^ 1 OOOmg, ffH 

< « i 0-4 oomgtfsa-e**. ft a> 

[0 0 3 5] X l.«lt^ft^i», K-ff^ffftB 
g 3 3 2. 9 0 2 8 ^^0$. 0Mb. 2 b, 4b, 9- 

J:oT«at*:t^»6 (K-fV##«IW»332 
g o 2 8^^i^$. 0H9^m) - cnt±3 - ffi R IC A 



9 



(6V &ffi¥0fi-?nfifU8 

10 



oTSft^E tlfet:^7 -2 - # >0>iJH*£#tC <fc o * [ 0 0 3 6 ] 

0 2 8 §il$, S14lfttf«lb4; 2b2fttf4 (W A) 1 * ^/ft fc U 1" 0 0 n g 4 *T 6 
b , SfctftC Arznein.-Forsch./Orug Res. _3_5_ ( I) , >*^t^O«HC*fc'J*»|l*^iaT* 

1 (i 9 8 5 ) ^i) . * * ■ . 

* ^ -fe ;i/ c $ 

' I 0 0 m g 

a^ti'iA^^i^nfeh'^'/t'J KWlg^^i 40mg 



m 1 C O £ 

2 . 0 m g 

^'jaif 1/>^'J3'-JM 0 0 5 . 3 m g 

SLlti- h'Jfi* 2- . 7 m g 

^Stffl*T* 1 m 1 tJ&t. 
[0 0 3 7] imC) SmUfcU # & 4* 5t 6 0 m g fc ' 

ai ^? ;i/ a V 1 OOmllCOt 
- 1 * 2 * 

t h >; f^*^^^^? 1 ^^^^ 13 "^ 0 . 6 g 

tt » y -t y > 

# # w « 

Tfc .(** tft S 10 6ml 

( 09 D ) & & U 4 Orag £#T*&Ji§&flJ^ ■ 

*r & ® 4 0ml 

( « e ] m m & ft y *r1fc $sj « 4 o m g & m t * & n ■ so 

* J» * « 4 0 0 m g 



0 . 2^2. 0 g 
i3 K 



7 t h - A 



6 0 0 m g 



h^^D3i/T^^^ 3 0 0 m g 

*T *g ft -5 ^ 2. 0 m g 

XfT'J VST^^i/n 4 0 m g 

1 0 0 0 m g 

f 5 0mg 

a«g 1 0 0 ra g 

h^^nn^-eA,*^ eomg 

»=U>a*/l/S/f>i» 3 0 rn g 

^irB^^^?^^A/■ . 5 m g 

32 n ^ K * J St 



X 0 m g 
5 m g 



2 6 0 m g 



a ) ^TSftttX 1 0 0 m g 

h")^D32/T^AA/ 3 0 0 m g 



(7 j 4$ 68 ¥ 06-206818 

4 0 0 m g 

b) 1 4 0 m g 

%tS 1 8 0 m g 

h 0 *U zi isZ* /o&A, 1 8 0 m 8 

b 0 0 m g 

1 0 g 

$-&f ©X^^x^f^l/ 0 . 0 7 g 

seasiftaif-^^^^'^ o.o3g 

9 6 %.X. 5 m 1 

{ 0 0 3 8) z&<t<»m± mm r 



Orout.ci. 5 awts* /r*£?s#* fi 

// C O 7 D 233/64 ...1 0 6 
277/22 
307/54 
333/24 

(72)58 Wf xy^/\M« ■ S/i5-^> 

\? 4 y & n & ft m * ? ? * ? & - t 

24 - 



i 



